PATIENT PACKAGE INSERT INACCORDANCE WITH THE PHARMACISTS'REGUL ATIONS
(PREPARATIONS)-1986
The medicineis dispensed with a doctor’s prescription only

Neulastim® Pre-filled syringe
6 mg/0.6 ml (10 mg/1 ml)

For subcutaneous administration

COMPOSITION:
Each pre-filled syringe contains:
Pegfilgrastim 6 mg/0.6 ml

Forinformation onthe inactiveingredients see section 6 - “Further Information”.

. Read all of this leafletcarefullyinits entirety beforeusing this medicine. This leaflet contains concise information
about themedicine. If you havefurther questions, refer to the doctor, pharmacist or nurse.
. Keep this leaflet. You mayneedto read it again.

. This medicine has been prescribed for the treatmentof your illness. Do not pass it on to others. It may harm them, even
if it seemsto youthat their symptoms ofillness are similar.

. If you get anyside effects, talk toyour doctor, pharmacist or nurse. This includes any possible side effects not listed in
this leaflet. See section 4 — “Side effects”.

Importantinformation for your attention

. If you have been told thatyouaresensitiveto certain types of sugars, consult the doctor before using Neulastim.

. Neulastim can be self-injected in your homeafter receiving instruction from a healthcare professional. Please carefully
read the instructions for self-injectionatthe end of this leaflet.

. Following the doctor’s instructions (dosage, times ofinjection and duration of treatment) increases the chances for

success of the treatment. In any case, do notdiscontinue thetreatment without consulting the attending doctor. Please
read sections 2 and 4 for broader safety information.

Keep Neulastim in the refrigerator (see section 5 - “How should themedicinebe stored?”).

The medicine, Neulastim pre-filled syringe, is intended for single-use!

1. WHAT IS THE MEDICINE INTENDED FOR?

Neulastim is used to reduce theduration of neutropenia (lowwhite blood cell count) and the occurrence of febrile neutropenia
(low white blood cell count with a fever), which can be caused by the use of cytotoxic chemotherapy (medicines that destroy
rapidly growingcells), given at intervals of 14 days or more, for malignancy (with the exception of chronic myeloid leukemia
[CML]and myelodysplastic syndromes [MDS]).

White blood cellsare importantasthey help yourbody fight infection. These cellsare very sensitiveto the effects of
chemotherapy, which cancause thenumber of these cellsin yourbodyto decrease. If white blood cells countfalls belowa
certain level, the ability of your body to fightagainst the bacteria is damaged and you may have anincreased risk of infection.

Yourdoctor has given you Neulastim to encourage your bone marrow (part of the bone whichmakes blood cells) to produce
more white blood cells thathelp your body fight infection.

Therapeutic group
Neulastim isa medicinefromthegroup of proteins called granulocyte-colony stimulating factor (G-CSF).

Neulastim contains theactive substance pegfilgrastim. Pegfilgrastim is a protein produced by biotechnology in bacteria called
E. coli. Itbelongsto a group of proteins called cytokines, and is very similarto a natural protein (granulocyte-colony
stimulating factor = G-CSF) produced by your own body.

2. BEFORE USING THE MEDICINE

x Do notusethis medicineif:
you are sensitive (allergic) to pegfilgrastim, filgrastim, E. coli derived proteins, orany of theother ingredients of this
medicine (listed in section 6 - “Further Information™).




I Special warnings regarding use of the medicine
Talk to yourdoctor, pharmacist or nurse before using Neulastim:

. If you experience anallergic reactionincluding weakness, drop in blood pressure, difficulty breathing, swelling of the
face (anaphylaxis), redness and flushing, skin rashand areas of the skin that itch.

. If you have anallergy to latex. The needle cap on the pre-filled syringe contains a derivative of latexand may cause
severe allergic reactions.

. If you experience a cough, fever and difficulty breathing. This canbe a sign of Acute Respiratory Distress Syndrome
(ARDS).

. If you have any of the following or combination of the following side effects:

swelling or puffiness, which may be associated with passing water less frequently, difficulty breathing, abdominal
swelling and feeling of fullness anda general feeling of tiredness. These could be symptoms of a condition called
“Capillary Leak Syndrome”, which causes blood to leak fromthe smallblood vessels into your body. See section4 —

“Side effects”.

. If you get left upperabdominal pain or pain at thetip of your shoulder. This may bea sign of a problem with your
spleen (splenomegaly).

. If you have recently had a serious lung infection (pneumonia), fluid in the lungs (pulmonary edema), inflammation of
the lungs (interstitial lung disease) oran abnormal chest X-ray (lunginfiltration).

. If you are aware ofanyaltered blood cell counts (e.g., increase in white blood cells oranemia) or decreased blood

platelet counts, which reduces the ahility of yourbloodto clot (thrombocytopenia). Your doctor may want to monitor
you more closely.

If you have sickle-cellanemia. Your doctor may monitor your conditionmore closely.

if you are a patient with breastcancer or lung cancer, Neulastim in combinationwith chemotherapy and/or radiation
therapy may increaseyour risk of a precancerousblood condition called myelodysplastic syndrome (MDS) ora blood
cancer called acutemyeloid leukemia (AML). Symptoms may include tiredness, fever, and easy bruising or bleeding.

. If you have sudden signs of allergy such asrash, itching or hives on theskin, swelling of the face, lips, tongueor other
parts of thebody, shortness of breath, wheezing or trouble breathing these could be signs of a severeallergic reaction.
. If you have symptoms of inflammation of aorta (the large blood vessel which transports blood from the heart to the

body), this hasbeenreportedrarely in cancer patients and healthy donors. The symptoms can include fever, abdominal
pain, malaise, back pain and increased inflammatory markers. Tell your doctor if you experience those symptoms.

Yourdoctorwillcheck yourbloodand urineregularly as Neulastimcan harm the tiny filters inside your kidneys
(glomerulonephritis).

Severe skin reactions (Stevens-Johnson syndrome) have been reported with the use of Neulastim. Stop using Neulastimand
seek medical attentionimmediately if you notice any of the symptoms described in section 4 -“Side effects”.

You should talk to your doctor about your risks of developing cancers of theblood. If youdeveloporare likely to develop
cancers of the blood, youshould not use Neulastim, unless instructed by your doctor.

Loss of response to pegfilgrastim

If you experience a loss of response or failure to maintain a response with pegfilgrastim treatment, your doctor will investigate
the reasons why, including whether you have developed antibodies which neutralize pegfilgrastim’s activity.

Other medicines and Neulastim

Tell yourdoctor orpharmacist if youare taking, have recently taken or mighttakeany other medicines, including
non-prescription medicines and nutritional supplements.

Childrenand adolescent
There is no informationregarding the safety and efficacy of Neulastimin children and adolescent.

Pregnancy and breast-feeding
Ask yourdoctoror pharmacist foradvice beforetakingany medicines.

Neulastim has notbeentested in pregnant women.

If you are pregnant, think youmay be pregnant or are planning to have a baby, ask your doctor for advice before taking this
medicine.

Unless yourdoctordirects you otherwise, you must stop breast-feeding if you use Neulastim.

Driving and using machines
Neulastim has no or negligible effect on the ability to drive or use machines.



Importantinformation about some of the ingredients of the medicine
Neulastim contains sorbitol and sodium

This medicine contains 30 mgsorbitolin each pre-filled syringe which isequivalent to 50 mg/mL.
This medicinal product contains less than 1 mmol sodium (23 mg) per 6 mgdose, that is to say essentially ‘sodium-free’.

3. HOW SHOULD YOU USE THE MEDICINE?

Always takethis medicineexactly as your doctor has told you. You should check with your doctor or pharmacist if you are
unsure.

The dosage and treatment regimenwill be determined by the doctor only.

The usualdose isone 6 mgsubcutaneous injection (injection under yourskin) usinga pre-filled syringe and it should be given
atleast 24 hours after your last dose of chemotherapy at theend of each chemotherapy cycle.

Do not shake Neulastimvigorously as this may affect itsactivity.

Injecting Neulastimyourself
Yourdoctor may decidethatit would be more convenientfor you to inject Neulastim yourself. Your doctor or nurse will show
you howto injectyourself. Do not try to inject yourself if youhave notbeentrained.

Forfurther instructions on howto inject yourself with Neulastim, pleasereadthesection at theend of this leaflet.

If youaccidentally injected a higher dosage of Neulastim
If you use more Neulastimthan you should contactyour doctor, pharmacist or nurse.

Ifyou usedanoverdose or if a child accidentally swallowed the medicine, refer to the doctorimmediately or proceedto a
hospitalemergency roomandbringthe package of themedicinewith you.

If youforgotto inject Neulastim
If you are injecting yourself and have forgotten your dose of Neulastim, you should contact your doctor to discuss whenyou
should injectthe nextdose.

How can you contribute to the success of the treatment?
Do nottakemedicines in the dark! Checkthelabelandthe dose eachtime you take medicine.

Wear glasses if you needthem.
If you have any further questions onthe use of this medicine, ask your doctor, pharmacist or nurse.
4. SIDE EFFECTS

As with any medicine, use of this medicine may cause side effects in some users. Do not be alarmed when reading the list of
side effects; youmay not experience any of them.

Please tellyourdoctorimmediately if youhaveany of the following or combination of the following side effects:

. Swelling or puffiness, which may beassociated with passing water less frequently, difficulty breathing, abdominal
swelling and feeling of fullness, anda general feeling of tiredness. These symptoms generally develop in a rapid
fashion.

These could be symptoms of an uncommon (may affect upto 1 in 100 patients) condition called “Capillary Leak Syndrome”,

which causes bloodto leak fromthe small blood vessels into your body and needs urgent medical attention.

Very common side effects (may affectmore than 1 in 10 patients):
. Bone pain. Your doctor will tell you whatyou cantake to ease thebone pain.
. Nausea and headaches.

Commonside effects (may affectupto 1 in 10 patients):

. Pain at the site of injection.
. Generalachesand painsin the jointsand muscles.
. Some changes may occur in your blood, butthese will be detected by routinebloodtests. Yourwhite blood cell count

may become high fora shortperiod oftime. Your platelet countmay become low which might result in bruising.



Uncommon sside effects (mayaffectupto 1 in 100 patients):

. Allergic-type reactions including redness and flushing, skin rash, and raised areas of theskin thatitch.

. Serious allergic reactions including anaphylaxis (weakness, dropin blood pressure, difficulty breathin g, swelling of the
face).

Increasedspleensize.

Spleen rupture. Some cases of splenic rupture were fatal. It is important that you contact your doctorimmediately if you
experience pain in the upper left side of the abdomen or left shoulder pain since thismay relateto a problem with your
spleen.

Breathing problems. If you havea cough, fever and difficulty breathing, please tell your doctor.

Sweet’s syndrome (plum-colored, raised, painful lesions on the limbs and sometimes the faceand neck with fever) has
occurred, but other factors may playa role.

Cutaneous vasculitis (inflammation of the blood vessels in the skin).

Damage to the tiny filters inside your kidneys (glomerulonephritis).

Redness at thesite of injection.

Coughingup blood (hemoptysis).

Blood disorders (myelodysplastic syndrome [MDS] or acute myeloid leukemia [AMLY]).

Rare side effects (may affectupto 1 in 1,000 patients):

. Inflammation of aorta (the large blood vessel which transports blood from the heartto the body), see section 2 —
“Before usingthemedicine”.
Bleeding from the lung (pulmonary hemorrhage).
Stevens-Johnson syndrome, which can appear as reddish target-like or circular patches often with central blisters on the
trunk, skin peeling, ulcers of mouth, throat, nose, genitalsandeyes and can be preceded by feverand flu-like symptoms.
Stop using Neulastim if youdevelop these symptoms and contact your doctor or seek medical attentio nimmediately.
See also section 2 — “Beforeusingthe medicine”.

If a side effects occurs, if one of the side effects worsen, or if you experience a side effect not mentioned in the leaflet,
you mustconsultyour doctor.

Reporting of side effects:

Side effects canbe reported to the Ministry of Health by clicking on thelink “Report Side Effects of Drug Treatment” found
on the Ministry of Healthhomepage www.health.gov.il thatdirects youto the online form for reporting side effects, or by
enteringthe link: https://sideeffects.health.gov.il

5. HOW SHOULD THE MEDICINE BE STORED?
Keep this medicine out of the sight and reach of children.

Avoid poisoning! This medicine, and all other medicines, mustbe stored in a safe placeoutof thereachof childrenand/or
infants, to avoid poisoning.

Do not induce vomiting unless explicitly instructedto do so by a doctor.

Do not use this medicineafter the expiry date which is stated on the carton and onthe syringe labelafter EXP. The expiry date
refersto the last day of that month.

Store in a refrigerator (2°C-8°C).

You maytake Neulastim out of the refrigerator and keep it at room temperature (notabove 30°C) forno longerthan 3 days.
Once a syringe has been removed from therefrigerator and has reached room temperature (not above 30°C) it musteitherbe
used within 3 daysordisposed of.

Do not freeze. Neulastim may be usedif it is accidentally frozen fora single period of lessthan24 hours.

Keep the containerin the outer cartonin orderto protect from light.

Do not use this medicine if you notice it is cloudy or there areparticles in it.

The medicine, Neulastim pre-filled syringe, is intended for single-use only!

Do not throwaway any medicines via wastewater or household waste. Ask your pharmacist howto throw away medicines you
no longer use. These measures will help to protect theenvironment.
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6. FURTHER INFORMATION

In addition tothe active substance, the medicine also contains:
Acetate (10 mM), Sorbitol, Polysorbate 20, Water for injection, Sodium hydroxide.
Neulastim is essentially “sodium-free”.

How does the medicine look and whatare the contents of the package
Neulastim isa solution forinjectionin a pre-filled syringe (6 mg/0.6 ml).

Each package contains 1 pre-filled syringe anda needle for injection.

The solution isclearandcolorless.

Manufacturer: AmgenEurope B.V., Breda, The Netherlands.

Registration holder: AmgenEuropeB.V.,P.0.B.53313, Tel-Aviv.

Registrationnumber of themedicine in the National Drug Registry of the Ministry of Health: 133 8231303
Revised in January 2021 accordingto MoHs guidelines.

7. INSTRUCTIONSFORINJECTINGWITHTHENEULASTIMPRE-FILLED SYRINGE

This section contains information onhowto give yourself an injection of Neulastim. Itisimportantthatyoudo not try to give
yourself theinjection unless you havereceived training from your doctor, nurse or pharmacist. I f you have questions about
howto inject, please ask your doctor, nurse or pharmacist for assistance.

How do you, or the personinjecting you, use Neulastimpre-filled syringe?
You will need to give yourself the injection intothe tissue just under the skin. This is known asa subcutaneous injection.

Equipmentthatyouneed
To give yourself a subcutaneous injection you will need:
. A pre-filled syringe of Neulastim

. Alcoholwipes orsimilar

Whatshould I do before I give myselfa subcutaneous injection of Neulastim?

1. Remove fromthe refrigerator.

2. Do not shake the pre-filled syringe.

3. Do not removethe cap from thesyringe until you arereadyto inject.

4, Check theexpiry dateon the pre-filled syringe label (EXP). Do not use it if the date has passedthe lastday of the month
shown.

5. Check theappearance of Neulastim. It must be a clearand colorless liquid. If there are particles in it, you must not use
it.

6. Fora more comfortable injection, let the pre-filled syringe stand for 30 minutes to reach room temperature or hold the

pre-filled syringe gently in your hand fora few minutes. Do notwarm Neulastimin any other way (for example, do not
warm it in a microwave orin hot water).

7. Wash your hands thoroughly.

8. Find a comfortable, well-lit, clean surfaceand put all the equipment you need within reach.

Howdo I prepare my Neulastim injection?

Before youinject Neulastimyoumustdo the following: .
Bi—58
1. Hold the syringe barreland gently takethe cap from the needle without twisting. Pull 4 h
straightasshownin pictures 1 and 2.
Do not touchthe needle or push theplunger.
2. You may notice a smallairbubble in the pre-filled syringe. You donot have to remove
the airbubble before injecting. Injecting the solution with the air bubble is harmless. S ﬂ%\
3. You can now use the pre-filled syringe.




Where should I give my injection?

The most suitable placesto injectyourself are:

. the top of yourthighs;and

. the abdomen, exceptfortheareaaroundthenavel.

T If someone else isinjectingyou, they canalsouse theback of yourarms.

)

Howdo I give my injection?

1. Clean yourskin by usinganalcohol wipe.

2. Pinch (without squeezing) the skin using your thumband forefinger. Insert the needle into the skin.

3. Push the plunger downwith a slow constant pressure. Push theplungerall the way down as faras it will go to injectall
the liquid.

4, Afterinjectingthe liquid, remove the needle and let go of your skin.

5. If you notice a spot of blood at theinjectionsite, dabwith a cotton ball or tissues. Do not rub the injection site.
If needed, youmay cover the injection site with a plaster.

6. Do not use any Neulastim that is left in the syringe.

Remember

Only use each syringe for one injection. If you have any problems, please ask your doctor or nurse for help andadvice.

Disposing of used syringes

Do not put the capbackon used needles.

Keep used syringes outof thesight andreachof children.

The used syringe should be disposed of in accordance with local requirements. Ask your pharmacist howto dispose of
medicinesnolonger required. These measures will help to protect theenvironment.



